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AMENDMENTS TO THE CLAIMS 
This listing of claims will replace all prior versions, and listing, of claims in the 
application: 
Listing of Claims: 

I. (Original) A hepatocyte cell culture comprising liver cells in a bioreactor for use in a 
liver assist device comprising one or more hepatocytes having increased detoxification enzyme 
activity, 

wherein the hepatocytes are isolated from a liver of a mammalian donor that had 
been administered at least one induction agent prior to isolation of the 
hepatocytes, 

wherein the induction agent is selected from the group consisting of! beta- 
naphthoflavone, phenobarbital, 3-methylcholanthrene, ethanol, dexamethasone, 
arochlor 1254, 2,3,7,8-tetrachlorodibenzo-p-dioxin, phenothiazine, 
chlorpromazine, isosafole, y-chlordane, allylisopropylacetamide, i/ww-stilbene 
oxide, kepone, acetone, isoniazid, pyridine, pyrazole, 4-methylpryrazole, 
pregnenolone 1 6a-carbonitrile, troleandomycin, clotrimazole, clorlbrate, 
clobuzarit, di(2-ethylexyl)phthalate, and mono-(2-ethylhexyl)phthalate. 

2. (Original) The hepatocyte cell culture of claim 1 , wherein the induction agent is 
phenobarbital and wherein the thus induced hepatocytes have a functional cytochrome P450 
isozyme activity on BROD substrates which is about 20 to about 1 00-fold greater than 
hepatocytes isolated from a mammalian donor that was not administered an induction agent. 

3. (Original) The hepatocyte cell culture of claim 1 , wherein the induction agent is 
phenobarbital and wherein the thus induced hepatocytes have a functional cytochrome P450 

3 

KU 349617?,! 



PAGE 6/12* RCVD AT 6/21/2006 12:20:30 PM [Eastern Daylight Time] 1 SVfcUSPTO-EFXRF-3/8 ' DNIS:2738300 1 CSID: « DURATION (mm-ss):03-16 



06/21/2006 11:19 FAX 



1 007/012 



Customer No. 31013 ~ Atty Docket No. 056001-02943 

isozyme activity on PROD substrates which is about 2 to about 40-fold greater than hepatocytes 
isolated from a mammalian donor that was not administered an induction agent, 

4. (Original) The hepatocyte cell culture of claim 1 , wherein the induction agent is 
phenobarbital and wherein the thus induced hepatocytes have a functional cytochrome P450 
is02yme activity on 7-ethoxycoumarin substrates which is about 20 to about 50-fold greater than 
hepatocytes isolated from a mammalian donor that was not administered an induction agent 

5. (Original) The hepatocyte cell culture of claim 1 , wherein the induction agent is 
phenobaibital and wherein the thus induced hepatocytes have a functional cytochrome P450 
isozyme activity on lidocaine which is about 10 to about 20-fold greater than hepatocytes 
isolated from a mammalian donor that was not administered an induction agent. 

6. (Original) The hepatocyte cell culture of claim 1 , wherein the induction agent is 
phenobarbital and wherein the thus induced hepatocytes have a functional cytochrome P450 
isozyme activity on lidocaine which is about 20 to about 50-fold greater than hepatocytes 
isolated from a mammalian donor that was not administered an induction agent. 

7. (Original) The hepatocyte cell culture of claim 1 , wherein the induction agent is beta- 
naphthoflavone and wherein the thus induced hepatocytes have a functional cytochrome P450 
isozyme activity on MROD substrates which is about 2 to about 10-fold greater than hepatocytes 
isolated from a mammalian donor that was not administered an induction agent 

8. (Original) The hepatocyte cell culture of claim 1, wherein the induction agent is beia- 
naphthoflavone and wherein the thus induced hepatocytes have a functional cytochrome P450 
isozyme activity on EROD substrates which is about 2 to about 10-fold greater than hepatocytes 
isolated from a mammalian donor that was not administered an induction agent. 

4 

KL934MV72.1 



PAGE 7112 » RCVD AT 6/21/2006 12:20:30 PM [Eastern Daylight rime] 1 SVMSPTO-EFXM ' DNISOTOO • CSID: 1 DURATION (mm-ss):03-16 



06/21/2006 11:19 FAX 



@ 008/012 



Customer No. 31013 W AttyDocketNo. 056001-02943 

9. (Original) The hepatocyte cell culture of claim 1, wherein the induction agent is 3- 
methylcholanthrene and wherein the thus induced hepatocytes have a functional cytochrome 
P450 isozyme activity on PROD substrates which is about 2 to about 10-fold greater than 
hepatocytes isolated from a mammalian donor that was not administered an induction agent. 

10. (Original) The hepatocyte cell culture of claim 1, wherein the induction agent is 3- 
methylcholanthrene and wherein the thus induced hepatocytes have a functional cytochrome 
P450 isozyme activity on MROD substrates which is about 2 to about 10-fold greater than 
hepatocytes isolated from a mammalian donor that was not administered an induction agent. 

1 1 . (Original) The hepatocyte cell culture of claim 1 , wherein the induction agent is 3- 
methylcholanthrene and wherein the thus induced hepatocytes have a functional cytochrome 
P450 isozyme activity on EROD substrates which is about 10 to about 20-fold greater than 
hepatocytes isolated from a mammalian donor that was not administered an induction agent. 

12. (Original) The hepatocyte cell culture of claim 1, wherein the inducti on agent is 3- 
methylcholanthrene and wherein the thus induced hepatocytes have a functional cytochrome 
P450 isozyme activity on diazepam substrates which is about 2 to about 10-fold greater than 
hepatocytes isolated from a mammalian donor that was not administered an induction agent. 

1 3 . (Currently Amended) A bioreactor comprising; 

a bioreactor chamber comprising a first region and a second region; 

a gas-permeable, liquid impermeable membrane defining sai d first region and said 
second region of said bioreactor chamber: and 

hepatocytes having increased detoxification enzyme activity, 
wherein the hepatocytes are isolated from a liver of a mammalian donor that had been 
administered at least one induction agent prior to isolation of hepatocytes, 

5 

KL3:2496ft72.1 



PAGE 8/12 ' RCVD AT 612112006 12:20:30 PM [Eastern Daylight Time] ' SVR:USPTO-EFXRF-3/8 ' DN1S:273II30D * CSID: ' [MIRATION (ninK$):03-16 



06/21/2006 11:20 FAX 



@009/012 



Customer No. 31013 ^ Atfy Docket No. 056001-02943 

wherein the induction agent is selected ftom the group consisting of beta-aaphthoflavone, 
phenobarbital, 3-methylcholanthrene, ethanol, dexamethasone, arochlor 1254, 2.3,7,8- 
tetrachlorodfbenzo-jp-dioxin, phenothiazine, chloipromazine, isosafole, 7-chlordane, 
allylisopropylacetamide, fra/ir-stilbene oxide, kepone, acetone, isoniazid, pyridine, pyrazole, 4- 
methylpryrazole, pregnenolone lea-carbonitrile, troleandomycin, clotrimazole, slofibrate, 
clobuzarit, di(2-ethylexyl)phthalate 3 and mono-(2-ethylhexyl)phthalate; 
wherein the bioreactor can be used in a liver assist device. 
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